(3- hv/cinoctt/)lcon OilK^') 



=> d his 

(FILE 'HOME' ENTERED AT 06:20:20 ON 19 DEC 2007) 

FILE 'REGISTRY' ENTERED AT 06:20:29 ON 19 DEC 2007 

LI STRUCTURE UPLOADED 

L2 627625 S N2C3/ES 

L3 277395 S NC0C2/ES 

L4 208684 S N0C3/ES 

L5 7867 S L2 AND (L3 OR L4 ) 

L6 1 S LI SAM SUB=L5 

L7 21 S LI SSS FULL SUB=L5 

FILE 'CAPLUS' ENTERED AT 06:21:46 ON 19 DEC 2007 
L8 10 S L7 

FILE 'REGISTRY' ENTERED AT 06:21:54 ON 19 DEC 2007 

= > d 11 

LI HAS NO ANSWERS 
LI STR 



Hy [AjoTs^^^^t^lo^ 



-Cb Gl 



Gl t@l] , [®2] , [(S3] 



C: \Program Files\Stnexp\Queries\l0527426-hydrocarbon. str 




chain nodes : 

1 3 7 8 12 13 14 15 16 20 21 22 27 28 
chain bonds : 

1-3 3-28 7-8 7-28 8-27 12-15 13-16 13-21 14-22 15-20 
exact /norm bonds : 

1-3 3-28 7-8 7-28 8-27 12-15 13-16 13-21 14-22 15-20 



Gl: [*1] , [*2] , [*3] 



Connectivity : 

12:2 E exact RC ring/chain 13:2 E exact RC ring/chain 14:2 E exact RC ring/chain 
Match level : 

l:Atom 3: CLASS 7 : CLASS 8: Atom 12: CLASS 13: CLASS 14: CLASS 15 : CLASS 16: CLASS 
20: Atom 21: Atom 22: Atom 27: CLASS 28: CLASS 
Generic attributes : 



1: 

Saturation 

Number of Carbon Atoms 
Number of Hetero Atoms 
Type of Ring System 
8 : 

Saturation 
Number of Carbon Atoms : less than 7 
Type of Ring System : Monocyclic 
20: 

Saturation : Unsaturated 



Unsaturated 
less than 7 
2 or more 
Monocyclic 

Unsaturated 



Number of Carbon Atoms 
Number of Hetero Atoms 
Type of Ring System 
21: 

Saturation 

Number of Carbon Atoms 
Number of Hetero Atoms 
Type of Ring System 
22 : 

Saturation 

Number of Carbon Atoms 
Number of Hetero Atoms 
Type of Ring System 

Element Count : 

Node 1: Limited 
C,C3 
0,01 
N,N1 

Node 8 : Limited 
C,C6 

Node 20: Limited 
C, C3 
N,N2 

Node 21: Limited 
C,C3 
N,N2 

Node 22: Limited 
C, C3 
N,N2 



less than 7 
2 or more 
Monocyclic 

Unsaturated 
less than 7 
2 or more 
Monocyclic 

Unsaturated 

less than 7 
2 or more 
Monocyclic 
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AbaLaWsWeR i OF .10 CAPLUS COPYRIGHT 2007 ACS jpn STO 
aV 2007:998448 CAPLUS " Full-tCKC " 
DN 147:344074 

TI Preparation ot hecsrocyclic sulfonamides, particularly 

N- (isoxazoio-yl) chiophene'2'8ulfonaffiidos. as novel ATI and eta dual 

accion receptor antagonists (dara) 
IN Gupta, Ramesh Chandra; Jagtap, viKrant vijaykumar; Mandhare, Appaji 

Baburao; Perkins, Tim; Meaterlund, Christer 
PA Torrent Ptiarmaceuticals Ltd., India 
50 PCT Inc. ^pl., 36Spp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN. CUT 1 

PATENT NO, KIND DATE APPLICATIOM NO. DATE 



PI HO 200710029S 

N; AE, AG, AL, 

CN, CO. CR, 

GE. GH, GM. 

KP, KR, KZ, 

KW, MX, MY, 

RU, 8C, SD, 

UA, UG, US. 

RHi AT, BE, BG, 

IS, IT, LT, 

BJ, CP, CG, 

CH, GM. KE, 

BY, KG, KZ, 

PRAI US 2O06-7788SSP 

OS MARPAT 147:344074 

CI 



20070907 

AT, AU, AZ, 

CZ, DE, DK. 

HN, HR, HU, 

LC, LK, LR, 

NA, NO, NI, 

SO, SK, SL, 

VC, VN, ZA. 

CY, CZ. DB, 

LV, MC. MT, 

CM, GA, GN, 

MH, HZ, NA, 

RU, TJ, rtK 

20060303 



WO 2007-SE199 

BA. BB, BG, BR, BH, 

DM, DZ, EC, EE, EG, 

ID. IL, IN, IS. JP, 

LS. LT, LU, LY. MA, 

NO, NZ, OM, PG, PH, 

SM. 8V, sy, TJ. TH, 
ZM, ZM 

DK. BE, ES, FI. FR, 

NL, PL, PT, RO, SB, 

GO, 6N, ML, MR, NE, 

SO, SL, SZ, TZ, OG, 



20070301 

BY, BZ, CA, CH, 

ES, FI, GB, GD, 

KE, tCG. KM, KN, 

MD, MG, MK, MN, 

PL, PT, RO, RS, 

TN, TR, TT, T2i 

GB, GR, HU, IE, 

SI, SK, TR, OF, 

SN, TD, TO, BH, 

ZH, ZH, AM, AZ, 




Title compds. I {Het - (un) substituted 2- ( {R4-aiiiino} sulfonyl] thiophen-3- yl, 
3- t (R4-amino) sulfonyl] thiophen-2*yl, 5- ( (R4-ainino> aulf onyl] thiazol-4- yl, 2- 
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[(R4-ainino)Bultonyl) turan-3-yl, etc.; R4 - (un) substituted 5-6 membered mono- 
or bicyclic ring containing 1-3 heteroatoms selected from O, N, and s such as 
isoxazolyl, pyridinyl. triazolyl, thiazolyl, etc.; Rl - (pyridin-4 -yl )oxy. 2- 
oxo-l,6-naphthyridin-l-yl, <5,6.7,a- tetrahydroquinolin-4-yl) oxy, etc.; R2 - 
H, halo, alkyl, alkoxy, etc.; R31 - H, halo, CN, OH, alkoxyalkyl. etc.; and 
their pharmaceucically acceptable salts, hydrates, solvates, atropisomers, 
enantiomers, diastereomers, tautomers, polymorphs and prodrugs], (e.g., ll] , 
were prepared as ATI and eta dual action receptor antagonists. Thus, a multi- 
step synthesis using 4-bromo-3-inethylbenzoic acid, (5-inethylisoxazol-3- 
yl) amine, 5-niethylthiophene-2-sulf onyl chloride, l-aminocyclopentanecarboxylic 
acid and pencanimidic acid Bt ester was given for sulfonamide II. The potency 
of sulfonamides I ranges from i nM to 10 >M for ATI and 10 nM to 50 nM for 
BTA. I, alone or in combination, are useful Cor treating and preventing 
hypertension of different kinds, diabetic nephropathy, endothelin and 
angiotensin mediated disorders, prostate cancer, alleviating organ damage of 
different kinds, etc. 

S'.jn.?Sl-7i-lP, 3- [4- { (4 , 6 -Dimethyl - 3 -phenylpyrazolo [4 , 3 • c] pyr idin- 1 - 
yDmethyl) -2- ( (3, 5-dtmethylpyra2ol-l-yl)methyl)phenyl) -5- (methyl) thiophene- 
2-8Ulfonic acid N- (4,5-dimethylisoxazol-3-yl)amide 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of heterocyclic sulfonamides as ATI and ETA 
dual action receptor antagonists) 
948351-71-1 CAPLUS 

2- Thiophsne8ulConamide, N- (4,5-dlniethyl-3-i80xazolyl) -3- I4- [ (4, 6-dimethyl- 

3- phenyl-lH-pyrazolo|4,3-c]pyridln-l-yl)nethyl] -2- ( (3,S-dlmethyl-lH- 
pyrBZOl-l-yl)methyl]phenyl] -5-methyl- (CA INDEX NAME) 



M 

Me Ph (,^^ 





THERE ARE 11 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

a -OF. 10" CAPLUS COPYRIGHT 2007 ACS on STN - 
2007:113 558 CAPLUs" Full -text " " " 

146:206308 

Preparation of azolylmethylbenzenesulf onamides as CCR2 chemokine receptor 
antagonists. 

Brooks, Carl; Cleary, Pamela A.; Goodman, Krista B. ; Peace, Simon; philp, 
Joanne; Sehon, Clark A.; smethurst. Christian; Watson, Stephen Paul 



l{)527426-hydrocarbon 

PA Glaxo Group Limted, UK 

SO PCT Int. Appl., Il4pp. 

CODEN: PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. 
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KIND DATE 



PI 



HO 2007014054 
HO 2007014054 



2007020) 

20071115 



APPLICATION NO. 



WO 2O06-US28419 



AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN. 


KP, 


KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK. 


MN, 


MW, 


MX, 


MZ, 


NA. 


NQ, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RS, 


RU. 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG. 


US, 


uz, 


VC. 


VN, 


ZA, 


ZH, 


ZW 




















AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FI, 


FR. 


GB. 


GR, 


HU, 


IB. 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI. 


SK. 


TR, 


BF. 


BJ. 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GO, 


GW, 


ML, 


MR, 


NE. 


SN, 


TD, 


TO, 


BH, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM. 


ZH, 


AM, 


AZ, 


BY. 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AP, 


EA, 


EP. 


OA 















PRAI GB 2005-15194 
GB 2005-19492 
OS MARPAT 146:206308 



20050722 
20050923 



soaRl 



Title compda. tl; Rl - (substituted) aryl, thienyl. benzothlenyl , Inldazolyl. 
pyridyl, isoquinolinyl. piperonyl, benxoxathiadiazolyl, bensodlazolyl ; n * 1- 
3; R2 • halo, cyano, 0CF3, CF3 t R3 • (substituted) heteroaryl, 

heterocycloalkylj , wore prepared as CCR2 chemokine receptor antagonists (no 
data). Thus, |5-chloro-2- (IH-i, 2, 3-triazol- i- ylmothyl) phenyl) amine 
(preparation given) in pyridine was treated with 4 -dimothylaminopyridine and 
3, 4-dichlorobenzoyl chloride followed by heating of the mixture at 90' for 4 h 
to give 3.4-dichloro-B* 15- chloro-2- (lH-1,2, 3-crlazol-l- 
y Imethy I) phenyl ) benzenesul f onamide . 
93a71« 4?-3F 

RL: PAC (Pharmacological activity); 8PN (synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); prep (Preparation) ;, uses 
(Uses) 

(preparation of azolylmethylbenzenesulf onamides as CCR2 chemokine receptor 
antagonists) 
922710-48-3 CAPLUS 

2 -Thiophenesulf onamide, N- [2- ( (3,5-dimothyl-lH-pyrazol-l-yl)methyll -5- 
(trieiuoromothyl)phenyl)-5-(3-i80xazolyl)- (CA index name) 
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: 3-OF 10 CAPLUS. . COP.YRIGHT 2007 ACS'on STN 

2002:894437 CAPLUS Full-text "* ' " 

138: B2921 

Bi phenyl sulfonamide Endothelin Receptor Antagonises, 4. Discovery of 
N- ( U ' - [ 1 (4, 5-Dimethyl -3- isoxazolyl) amino) sulfonyl) -4- (2-oxazolyl) 11 , 1 ' - 
biphenyll •2-yl)methyl3 -N, 3. 3-trimethyJbutanamide (BMS-207940) . a Highly 
Potent and Orally Active ETA Selective Antagonist 

Murugesan, Natesan; Gu, Zhengxiangj spergel, Steven; Young. Marian; Chen, 
Ping; Mathur, Arvind: Leith. Leslie; Hermsmeier. Mark; Liu, Eddie C.-K. ; 
Z)iang. Rongan; Bird. Eileen; waldron, Tom; Marino, Anthony; Koplowitz, 
Barry; Humphreys, H. Griffith; Chong, Saeho; Morrison, Richard A.; Webb, 
Maria L.; Moreland, Suzanne; Trippodo, Nick; Barrlsh, Joel c. 
Departments of chemistry. Cardiovascular Agents, Cardiovascular 
Biochemistry and Pharmacology, Metabolism and Pharmacokinetics, 
Bristol-Myers Squibb Pharmaceutical Research Institute. Princeton, NJ, 

OSS43-540O, USA 

Journal of Medicinal Chemistry (2003), 46(1), 12S-137 
CODEN: JMCMAR; ISSN: 0022-2633 

American Chemical Society 

Journal 

English 

CASREACT 138:82921 

Wo have previously disclosed the selective ETA receptor antagonist N-(3,4- 
dimethyl-5-iQoxasolyl) -4'- (2-oxazolyl) (1 , 1 ' -biphenyl) -2- sulfonamide (BMS- 
1938S4) as a Clin, development candidate. Addnl . SAR studies at the 2'- 
position of the compound led to the identification of several analogs with 
improved binding affinity as well as selectivity for t)ie BTA receptor. 
Following the discovery that a 3-amino-lsoxazole group displays significantly 
Improved metabolic stability in comparison to its 5-regioieomor, the 3-amino- 
lsoxazole group was combined with the optimal 2' -substituent leading to 16b 
(BMS-207940). One of compds. is an extremely potent (ETA Ki - 10 pM) and 
selective (eoooo-fold for ETA vs ETB) antagonist. It is also 150-fold more 
potent and >6-fold more selective than BMS-193884. The bioavailability of 16b 
was 100% in rata and the systemic clearance and volume of distribution are 
higher than that of BMS-193e84. In rats, i.v. iCa blocks big ET pressor 
responses with 30- fold greater potency than bms- 193884. After oral dosing at 
3 (unol/kg, 16a displays enhanced duration relative to bms- 193884. 
19E44f-£-i-CF 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); PKT 
(Pharmacokinetics) ; PRP (Properties) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(further studies of biphonylsulf onamide endothelin receptor 
antagonists) 
195445-24-0 CAPLUS 

[1,1 '-Biphenyl] -2 -sulfonamide, N- (3, 4 -dimethyl- 5 -isoxazolyl) - 4 •- (2- 
oxazolyl) '2' • t (3- (trif luoromethyl) -iH-pyrazol-l-yllmethyl] - (CA index 



IOS27426-hydrocarbon 

NAME] 




RLj DMA lOrug aechanism ot aciion); PAC <Ptiansaco logical aetivicyt; PRP 
(ProperLiesI ; SPN (Syntnetic preparation); THU tTherapeucic use); BIOL 
(Biological study); PREP (Preparation): USES (Uses) 

(furtner studies of oiphenylsulfonaaide endothelin receptor 

antagonists) 

l9S445'10-4 CAPLUS 

11 . 1 ■ -Bipnenyll - Z -suHonanide, N- (3. 4 -d inechyl -S - isoxazolyl) - 4 * - <2- 
oxazolyl)-2'-(lH-pyrazol-l-ylmeC:hyl)- (CA INDEX NAME) 
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TX Preparation of H-igoxaxolyl biphenyl sulfonamide a and related compounds' as 

dual angiotensin II and endothelin receptor antagonists. 
IN Murugesan, Natesanr Tellew, Jotoi B.j Kacor, Jhon C; Gu. Zhengxiang 
PA Bristol-Myers Squibb Co.. USA 

so U.S. Pat. Appl. Publ.. SOS pp.. Cont.-in-part of U.S. Ser. No. £43,640, 



CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 3 

PATENT NO. 



KIND DATE 



APPLICATION NO. 



PI 



US 2002143024 
US 6636937 
BP 1741113 



AT, 
NL, 



BE, CH, 
PT, SE. 



Al 20021003 US 2000-737201 
B2 20031028 

A2 20070110 EP 2006-16968 

CY. DE. DK. ES. FI, FR, GB. GR, IE 
TR 



ES 2273739 
US 2004106S33 
US 6835741 
US 2004127515 
US 6B5274S 

PRAI US 1998-91S47P 
US 1999-345392 
US 1999-464037 
US 2000-4B1197 
US 2000-513779 
US 2000-604322 
US 2000-643640 
EP 2000-9B4282 
US 2000-737201 

OS HARPAT 137:263024 

CI 



T3 



20070S16 
20040603 
2004 122B 
20040701 
2005020B 
19980706 
19990701 
19991215 
20000111 
2O00022S 
20000626 
200O0B22 
20001213 
30001214 



ES 2000-9B42B2 
US 2003-673100 



US 2003-673572 



20001213 
IT. LI, LU, MC. 



20001213 
20030926 



THERE ARB 24 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

^ANSWER 4 .OF_10_^ .CAPLUS^OOPYKIOKT 3007.ACS.on STNj 
2002:755314 CAPLUS Full-text 
137:263024 




Title cospds. (I; Rl - specified oxoimidazolyl, pyridoiraidazolyl , 
pyridylamino, pyridyloxy, trlazolyl, quinolinyloxy, etc.; R2 • H, halo, CHO, 
(halo)al)cyl, cycloallcylaDsyl , alkenyl, aDcynyl. allcoxyalkyl, alkoxy. cyano, 
OH, N02. etc.; R3 - heteroaryl; R101-R104 ■ H. halo, CHO, alkyl, haloalkyl, 
cycloalkylalkyl, alkenyl, alkynyl, alkoxyalkyl, haloalkoxyalkyl, alkoxy, 
alkoxyalkoxy. cyano. OH. hydroxyalkyl. N02. etc; with provisos) wre prepared 
as dual angiotensin II and endothelin receptor antagonists for treatment of 
hypertension and other diseases (no data) . Thus, 4-BrceK4CH20H was coupled 
with C2- tI<4.5-dioethyl-3-isoxazolyl) t(2- 

methoxyethoxy)methyl] amino) sulfonyl} phenyl) boronic acid to give N-(4,5- 



l052742fi-hydrocarbon 



7 or3« 
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dimethyl • 3 - isoxazolyl) -4 ' - (hydroxynethyl > -N- I [2- met hoxyethoxy) methyl) (1. 1 ' - 
biphenyl) -2- sulfonamide (661). This was brominated lo give the 4 • -bromomethyl 
derivative (90%). reacted with 2-butyl-l . 3-diasaspiro(4 .4]non- l-en-4-one 
hydrochloride, and deprotected (49% for two steps) to give 4 • - ( (2-butyl -4-OKO- 
l,3-diazaspiro[4.4)non*l-en- 3 -yl) methyl) -N- (4 , S-dieethyl -3- isoxazolyl ) - (1. 
biphenyl) • 2- sul f onamide . 
IT IP. Butanamide, 2- { 1 1 2 • - ( I (3 , 4 -dimec hy 1 -5 - 

taoxaiolyl) amino) suUonylJ -2- (IH-pyrazol- 1 -ylmethyl ) (1,1 '-biphenyl) -a- 
yl J methyl ) ( 1 -oxobutyl > amino) -N. 3 - dimethyl - . (2S) - v-<i.«- •;» , 

J 1 , 1 • - Biphenyl 1 - 2-siil f onamide. 4 • - t {2-butyl - 4 - oxo- 1 , 3 -diazaspiro(4 .4) non-l - 
cn-3-yl)»ethyl) -N- (3 . 4-dimethyl -5- isoxazolyl) - 2 ' - (IH-pyrazol- 1-ylmethyl ) - 
.-i;74:: i- V-?, Butanamide. 2- 1 1 (2* - ( ((•t.S-dimethyl-S- 
isoxazolyDaninol sulfonyl] -2- (iM-pyrazol-l-ylmethyl) (1,1 ' -biphenyl) -4- 
yDmethyl) (l-oxobutyDaaino) -H.3-dimethyl- , (28)- 2S47<L- 37-51 , 
(1,1 ' -Biphenyl) -2-sulfonafflide. 4 ' - ( (2-butyl-4-oxo- 1 , 3 -diazaspiro (4 .4) non- l- 
en-3-yl)methyl) -N- (4 , 5-dinethyl -3- isoxazolyl) -2 '- (IH-pyrazol- 1-yloethyl) - 
RL: BSU (Biological Study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of N- isoxazolyl biphenylsulf onamidea and related coopds. as 
dual angiotensin II and endothelin receptor antagonists) 
RN 254739-44-1 CAPLUS 

CN Butanamide, 3- { ( (2' - ( ( (3 .4 -dimethyl -5- isoxazolyl) amino] sulfonyl) -a- (IH- 
pyrazol-l-yleethyl) (1 , 1 ■ -biphenyl) -4 -yl)nethyll (l-oxobutyDamino) -N,3- 
dimethyl-. (2S) - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 254742-13-7 CAPLUS 

CN Butanamide, 2- 1 1 (2< - [ [ (4. 5-diaethyl -3- isoxazolyl) amino) sulfonyl) -2- (IH- 
pyrazol -1-ylmethyl) tl,l'-biphenyl)-4-yl)fflethyl) (l-oxobutyl)araino] -N, 3- 
dimethyl-. (23)- <CA INDEX NAME) 

Absolute stereochemistry. 




lewrf''*^! 




254739-63-4 CAPLUS 

(1 . 1 ' -Biphenyl) -2 -sulfonamide. 4 •- I (2-butyl'4 -oxo- 1 . S-diazaspiro (4 .4)non-l- 
en- 3 -yDmethyl) -N- (3. 4 -dimethyl -5- isoxazolyl) -2- - (iH-pyrazol- 1-ylmethyl) - 
(CA INDEX HKKE) 



254742-37-5 CAPLUS 

(1 . 1 • -Biphenyl) -2-sultonamlde, 4 ' - 1 (2-butyl-4-oxo- l,3-diazaspiro(4 .4) non- 1- 
en>3-yl}Bethyl) -N- (4, 5-dimethyl-3- isoxazolyl) -a* - (iH-pyrazol-l-ylmethyl) - 
(CA INDEX NAME) 
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2001:453059 CAPtUS" ' Full- c'ex't ' 
DH 135:46172 

TI Preparacion of N-isoxazolyl biphenylsulf onatnides and related corapounds as 
dual angiocensin Zl and endochelln receptor antagonists. 

IN Murugeaan, Naceaam Tellew, John B,» Macor, John E.; Ou, Zhengxlang 

PA Bristol -Myers Squibb Co., USA 

so PCT Int. Appl., 2»7 pp. 
CODEN: PIXXD2 

DT Patent 

LA English 

FAN.CNT 3 

PATENT NO. KIND DATE APPLICATION »0. DATE 



PI 



HO 2001044239 

HO 2001044239 

N: AB, AG, AL, 

CO, CZ, DE, 

IL, IN, IS, 

I4A, MD, MO, 

SI, SK. SL. 

RH: GH, GM, KB, 

DE, DK, ES, 

BJ, CF, CO, 

CA 2395088 

EP 1237888 

SP 1237688 

R: AT, BE, CH, 

IE, SI, LT, 



JP 2003520785 
AT 339417 

EP 1741713 



AT, BE, CH, CY, 
NL, PT, SE, TR 



ES 2273739 

PRAI US 1999-464037 

US 2000-4B1197 

US 2000-513779 

US 2000-604322 

US 2000-643640 

EP 2000-984282 

HO 2000-US33730 
OS MARPAT 135:46172 
GI 



20010621 
20011101 
AT, AU, AZ, 
DM. EE, ES, 
KE, KG, KP, 
MN, MW, MX. 
TM, TR, TT. 
MH. HZ, SD, 
FR, GB, GR, 
CM, GA, GN, 
20010621 
20020911 
20060913 
DK, ES, FR, 
FI, RO, MK, 
20030708 
20061015 
20070110 
DE, DK, ES. 

20070516 
19991215 
20000111 
20000225 
20000626 
20000822 
20001213 
20001213 



HO 2000-U333730 



BA, BB, BG, 

FI, GB, GD, 

KR, KZ, LC, 

NO, NZ, PL, 

TZ, UA, UQ, 

SL, SZ, TZ, 

IE, IT, LU, MC, NL, 



BR, BY, 

GE, GH, 

LK, LR, 

PT, RO, 

US, UZ, 

UG, ZW, 



20001213 



CA, CH, CN, CR, 

GM, HR, HU, ID, 

LS, LT, LU. LV, 

RU, SD. SE, SO, 

VN, YU, ZA, ZH 

AT, BE, CH, CY, 

PT, SE. TR, BF. 



GW, ML, MR, 

CA 20 00- 
EP 2000- 



NE, SN, 
2395088 
984282 



TD, TG 



20001213 
20001213 



GB, GR 
CY, AL, TR 
JP 2001 
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AB Title compda. (I; Rl ■ specified oxoimidazolyl , pyridoimidazolyl , 

pyridylaroino, triazolyl, quinolinyloxy , etc.; R2 - H, halo. CHO, (halo}alkyl, 
cycloalkylalkyl, alkenyl, alkynyl, alkoxyalkyl, alKoxy, cyano, OH, N02, etc. 
R3 > heteroaryl; with provisos) were prepared as dual angiotensin II and 
endothelin receptor antagonists for treatment of hypertension and other 
diseases (no data). Thus. 4-BrC6H4CH20H was coupled with (2- (( (4, S-dinethyl- 
3-isoxazolyl} [ (2- methoxyethoxy)iaethyll amino] sulfonyl] phenyl] boronic acid to 
give N- (4 , 5-dimethyl- 3- isoxazolyl) -4 ' - (hydroxymethyl ) -N- [ {2- 

methoxyethoxyjinethyl] (1 , 1 ' -biphenyl J -2-8ulf onamide (66%). Thia was brominated 
to give the 4 ' -bromcmethyl derivative (90%), reacted with 2-butyl-l,3- 
diazaapiro [4 . 4] non-l-en-4-one hydrochloride, and deprotected (49% for two 
steps) to give It . 
IT ss-iTjS-'.';- iP ;;54'»i9-93-^p :.5474r- i.»-7p 

2S4 74:-. 3?- 5» 

RL: BAC (Biological activity or effector, except adverse) j Bsu {Biological 
study, unclassified)} SPN (Synthetic preparation); THU (Therapeutic use); 

BIOL (Biological study) > PREP (Preparation) USES (Uses) 

(preparation of N-isoxazolyl biphenyl sulfonamides and related compds . as 
dual angiotensin II and endothelin receptor antagonists) 
RN 2S473 9-44-1 CAPLUS 

CN Butanaiaide, 2- [[12-- ( I <3 , 4-dimethyl -5- isoxazolyl) amino] sul fonyl] -2- (IH- 
pyrazol-l-ylmethyl) [1, 1 ■ -biphenyl] -4-yllmethyl) (i-oxobutyl) amino) -N,3- 
dimethyl-, (23} - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 25473 9-63-4 CAPLUS 

CN (1, 1 '-Biphenyl] -2-sulfonaaide, 4 ' - [ (2-butyl-4-oxo~l, 3-diazaapiro(4 .4] non-1- 
en-3-yl) methyl) -N- (3,4-diBethyl-5-isoxazolyl) -2' • (IH-pyrazol-l-ylmethyl) - 
(CA INDEX NAME) 



)OS27426-hydFocarbon 




RN 254742-13-7 CAPLUS 

CN Butanamide, 2- I ( [2 ' • [ [ (4 , S -dimethyl-3 - isoxazolyl) amino) sulf onyl) - 2 - ( IH- 
pyrazol-l-ylmethyl) (l, l '-biphenyl] -4-yl)methyl] (l-oxobutyl) amino] -H,3- 

dimethyl-, (28)- (CA INDEX NAME) 
Absolute stereochemistry. 




2S4742-37-5 CAPLUS 

(1, 1'-Biphenyl] •2-sulfonamide, 4'- [{2-butyl-4-oxo-l,3-diazB8piro(4.4)non-l- 
en- 3 -yl) methyl] -N- (4 , 6-diniothyl-3-isoxazolyl) -2 ' - (IH-pyrasol- l-ylmethyl) • 
(CA INDEX NAME) 
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254739-63 -4 CAPLUS 

|i, 1 ■ -Biphenyl] •2-aulfonanide. 4' - 1 (2-l>utyl-4-oxo-l.3-diazasplro[4 .4)non-l- 
en-3-yl)oettiyl] -H- (3.4-dimettiyl-5-lsoxasolyl) -3'- (IK-pyraKOl-l-yloectiyl) - 
(CA INDEX NAKSl 



AB Title cooipds. (1; Rl - specified oxoimidazolyl, pyridoinidazolyl . 

pyridylamino. triazolyl, quinol inyloxy, etc.; R2 - H. halo. CHO. alltyl, 
haloalkyl, cycloalkylalkyl, allwnyl, alkynyl, alkoxyalkyl. alkoxy, cyano. OH, 
M02, etc.: R3 > heteroarylt with provisos), %»ere prepared as dual angiotensin 
II and endothelin receptor antagonists (no data). Thus. 4-firC6H4CH20H was 
coupled with (2- 1 ((4,s-di^lethyl-^•isoxazolyl^(^- 
lBethoxyethQxy)nethyl)amino) sulfonyDphenyDboronic acid to give n-(«,5- 
diDethyl-3-isoxazolyl) -4 " - (hydroxyxaethyl) -N- ( <2- oethoxyethoxy)oethyl J (1,1'- 
bipheny] ] - 2- sul [anamide. This was brominated to give 4 '-bromomechyl-N- (4,5- 
dil^ethyl-3-isoxa^olyl> -N- ((2- me thoxyethoxy) methyl] [1, 1 ' -blphenyll -2- 
sulfonaaide, which reacted with 2-butyl - i. 3-diazaspiro M .4 1 non- 1 -60-4 -one 
hydrochloride followed by deprotection to give 4 ■ - 1 (2-butyl -4-oxo- 1 . 3 • 
diazaspiro(4.4]non-l-en-3- yl) methyl} -N- (4 .S-dimethyl-s-isoxazolyll (1.1** 
biphenylj -2-8Ul(onaaide. 

IT ;? ::i :-»!s-<.j-4p :.?-;?:j-?j.-:p 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THl) (Therapeutic use) ; 
BIOL (Biological study): PREP (Preparation); USES (Uses) 

(preparation of N-isoxasolyl biphenylsultonaaidea and related coopds. as 
dual angiotensin II and endothelin receptor antagonists) 
RN 254739-44-1 CAPLUS 

CM Butanaaide. 2- ( ( (2'- I [ (3,4-diBethyl-5-isoxazolyl)aainol8ul£Qnyl] -2-|iH- 
pyrazol- 1-ylaethyl) (1. l * -biphenyll -4-yl]aethyl) (1-oxobutyl) amino] -11,3- 
dinethyl-. (2S)- (CA INDEX nahe) 

Absolute Btereocheaistry. 





RN 254742-13-7 CAPLUS 

CN Butanan ide , 2-[il2'-(((4,5-d inethy 1 • 3 • iaoxa zoly 1) aaino] au 1 fony 1 1 - 2 - ( IH • 
pyrazol-l-ylaethyl) {1,1 ••biphenyll -4-yl]Bethyl) (1-oxobutyl) aninol -N,3- 
diaethyl-. (2S)- (CA INDEX NAME) 

Absolute stereocheaistry. 




254742-37-5 CAPLUS 

(1.1 ■ -Biphenyl] -2-aulfonaaide, 4*- ( (2-butyl-4-oxQ-l, 3-dlasaspiro(4 .4)non- 1 - 

en-3-yl}methyl] -N- {4.5-dinethyl-3-isoxazolyl) -2" - (iK-pyrazol-l-ylaechyl) • 
(CA INDEX NAME) 



l()S27426-hydrocarbon 



15 of 38 



10527426-hydrDcarbon 



l6or38 

19970220 




THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

Lef:rjrfiSWER^7- OP- 10 CAPLOS COPYRICOT 2»7.ACS oh S1V_, 

^1998!73's746 CAPLUS Full- text ^ 
ON 130:S2406 

Ti Substituted biphenyl isoxazole sulfonaaides useful as endothelin 

antagonists 

IN Kurugesan, Natesan; Barrish, Joel C; Spergel. Steven H. 
PA Bristol-Myers Squibb Co., USA 

SO U.S., 107 pp., Cont. -in-part of U.S. Ser. No. 754. 71S. abandoned. 

CODEH: USXXAM 
DT Patent 
LA English 

FAN.CMT 2 



PATENT NO. 






KIND DATE 


APPLICATION NO. 




DATE 


PI US 


5846990 






A 


19981208 


US 1997- 


799616 




19970213 


TW 


517057 






B 


20030111 


TH 1997- 


86101898 




19970218 


ZA 


9701423 






A 


19980819 


ZA 1997- 


1423 




19970219 


CA 


2240043 






Al 


19970821 


CA 1997- 


2240043 




19970220 


MO 


9729748 






Al 


19970821 


KO 1997- 


US3956 




19970220 




Hi AL, 


AM, 


AT, 


AU, 


AZ, BB. BQ, 


BR. BY, CA 


CH. CN, 


cz. 


OE, DK. EE. 




es. 


FI. 


GB. 


CE. 


HU, IL, IS, 


JP, RE. KC 


KP. KR. 


K2, 


LK. LR, LS. 




LT, 


LU, 


LV, 


MD, 


MG, MX. KN, 


MH, MX, NO 


NZ, PL, 


PT, 


RO, RU. SD, 




SE, 


SG, 


SI. 


SK, 


TJ. TM. TH, 


TT. UA. UC 


UZ. VN. 


AM. 


AZ. BY. KC. 




KZ. 


MD. 


RU. 


TJ, 


TM 












RH: K£, 


LS, 


MH, 


SD, 


SZ, UC, AT, 


BB. CH, DE 


DK, ES, 


FI, 


PR. GB, CR, 




IE, 


IT, 


LU, 


HC, 


NL, PT. SE. 


BF, BJ, CF, 


CG, CI. 


CM, 


OA, CN, ML. 




MR, 


NB, 


SN, 


TO, 


TO 










AU 


9722098 






A 


19970902 


AU 1997- 


22098 




19970220 


AU 


720458 






B2 


20000601 










EP 


921800 






Al 


19990616 


EP 1997- 


915055 




19970220 


EP 


921800 






Bl 


20040414 












R: AT, 


BS, 


CH, 


OE, 


OK. ES. PR. 


GB, GR, IT 


Lt. LU. 


HL, 


SE. KC, PT, 




IE. 


FI 
















•JP 


2002500619 




T 


2002010a 


JP 1997- 


529620 




19970220 


AT 


264324 






T 


20040415 


AT 1997- 


915055 




19970220 


ES 


2219762 






T3 


20041201 


E5 1997- 


915055 




19970220 


PRAI US 


1995-493331 




B2 


199S0724 










US 


1996-603975 




Bl 


19960220 










US 


1996-75471S 




B2 


19961121 










US 


1997-799616 




A 


19970213 











STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT • 

B Title cotapds. I inhibit the activity of endothelin (no data), and are useful 
as antihypertensives, etc. The symbols in I are defined as follows {one of X 
and Y - N, other - O; J - O. S, N, (un) substituted NH; K, L - N or C, provided 
chat at least one is Ci p « 0-2} R1-R4 (bound co ring C atoas) - H, 
(un) substituted alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl. cycloalkylalkyl , 
cycloalkenyl , cycloalkenylalkyl, aryl. aryloxy, aralkyl, aralkoxy, halo. OH, 
cyano. N02, CHO, etc.; or R3R4 . (un) substituted alkylene or alkenylene; R5-R9 
- groups similar to R1-R4. plus heterocyclyl . heterocyclyloxy , and others]. 
Over 2B0 synthetic examples are given. For instance, the KEM-protecced, 
isoxazole-containing broaide II (R > Br] was lithiated, treated with B(OPr- 
iso)3, and hydrolyzed to give B2% II (R « B(0H)2]. The latter was coupled 
with 2- (4-broraophenyl)oxazole using Pd(PPh3)4 catalyst (70%), folloinred by 
acidic deprotection of the MEM group (52%), to give title coo pound iii. 

T 195447-40-6P lv5447-4i-?F 19S447-53-1P 
13S447-54-2P 13S-;47-55-3P i9544'»-"»7.5P 

RL: RCT (Reaccant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(Interaedlatei preparation of substituted biphenyl isoxazole sulfonaaides 

s 

endothelin antagonists) 

N 195447-40-6 CAPLUS 

V (1,1 '-Biphenyl] -2-sulfohanide. N- (3.4-dinethyl-5-isoxazolyl) -N- ((2- 
Bethoxyechoxy)aethyl) -4 *- (2-oxazolyl) -2- • [ (3-phenyl-lH-pyrazol- l- 
yDaethyl}- (CA INDEX NAME) 



— CH3— CH2— o— cHa 
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RN 19544T-41-7 CAPLU8 

CN U . 1 -Blphenyl]-2-8ulfanainide, N- {3.4-diaethyl-5- isoxazolyl) -N- | <3- 

inethoxyethoxy)inethylI -4 ' - {2-oxazolyl) -3* - (lH-pyra20l-l>ylnethyl) * (CA 
INDEX KAMB) 



PAGE 1>A 




MeO--CH2— CH2 
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PAGE 1-A 




Meo- CH 3- CH 2— 0_ CH3 




PASS 3-A 



RN 19S447-54-2 CAPLUS 

CN U.l'-Biphenyl) • 2- sulfonamide, N- (3 , 4-dimethyl-5- isoxazolyl) -N- ({2- 

methoxyethoxy) methyl] -2' - (I3- O-nettiylpyrazinyl) -iH-pyrazol-l-yl] methyl] - 
4'-(2-Oxazolyl)- (9CI) (CA INDEX NAME) 



19S447-53-1 CAPLU3 

[1,1 •-Biphenyl)~2- sulfonamide. N- (3, 4-dinethyl-5- isoxazolyl) -N- ( (2- 
methoxyethoxytmethyl) -4 ■ - (2-oxazolyl) •2 ' • { (3- (trif luoromethyl) -IH^pyrazol- 
l-yl)methyl]- (CA INDEX NAME) 




IOS27426-hydrocarbon 



MeO_CH2_CH2 

i- CH2 




19544T-5S-3 CAPLUS 

U.l'-BiphenylJ -2-sulf onamide, N- (3 , 4-dimethyl- 5- iaoxazolyl) -N- [ (2- 
mechoxyethoxy) methyl] -2' - [ [3- (s-inethyl-3-pyridinyl) -lH-pyrazol-1- 
yl]methyl)-4'- (2-oxazolyl)- (CA INDEX NAME) 



1 0527426-hydFocarbon 20 of 38 

methoxyethoxy) methyl 1 -4 (2-oxacolyl) -2'- I (3- (trif luoromethyl) -IH-pyrazol* 
l-yl]methyl] - (CA INDEX NAME) 




i ii.AAb-V.'- X? Tir.<4V, 2f-2J> ','iUAAt -..V«f 

RL: BAC (Biological activity or effector, except udverae) ; 8SU (Biological 
study, unclaoaif led) f SPN (synthetic preparation)) THU (Therapeutic uao); 
BIOL (Biological study) f PREP (Preparation); uses (Uses) 

(preparation of substituted biphenyl isoxazolo sulfonamidos as endothelin 

antagonises) 




195445-09-1 CAPLUS 
(1, 1 ' -Biphenyl] -2-sulfonamido, N- (3 ,4-dimothyl-5- isoxazolyl) -4 * - (2- 
oxazolyl)-2'* I (3-phenyl>lH-pyrozol-l-yl)methyll- (CA INDEX NAME) 



RN 195447-77-9 CAPLUS 

CN (1,1' -Biphenyl] -2-8uiConamlde, N- (4, s<dlmethyl*3- Iaoxazolyl) -N- ( (2- 
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RN 19544S-10-4 CAPLUS 

CN (1 , 1'-Biphenyll - 2 -sulfonamide, N- (3,4-diaethyl-5-isoxAzolyl)-4'- 13- 
oxazolyl) -2' - (IH-pyrazol-l-ylaethyD- (CA INDEX NAME) 




RN 195445-24-0 CAPLUS 

CM 11,1'- Biphenyl ) - 2 - sul f onoaide . «- 0 . 4 -dine chyl - 5 - isoxazolyl » -4 ' - (2 - 

oxazoIyl)-2'-C(3-<trieiuoroiaethyl)-tH-pyra20l-l-yllmethyl] - (CA INDEX 
NAME) 



IOS27426-h)drocaTbon 22or38 




RN 19S44S-35-1 CAPLUS 

CN {1.1 •-Biphenyl) -2-sulfonaoide. N- <3,4-diaethyl-5-isoxazolyl) •2<- I O- (3- 

oethylpyrazinyD-lH-pyrazol-l-yllnethyl) -4 --(2-0x3201x1)- (9CI) (CA INDEX 
NAME) 



PAOS 1-A 




PACK 2-A 



RN 19S44S-26-2 CAPLUS 

CN (1,1' -Biphenyl) •2-suironanide, N- O,4-dimethyl-5-iaaxa20lyl) •2*- ( 13- <6- 
nethyl-3-pyridlnyl}-lH-pyrazol-l-yIlaethyl}-4*-(2-oxazolyl)- (CA INDEX 
NAME) 



l()S27426-hvdracarbon 





RN 195446-59-4 CAPLUS 

CN (1.1' -Biphenyl) •2-iulfonaaide, N- (4, s-dinechyl -3- isoxasolyl) -4 (2- 

oxazolyl)-2'-|(3-uriFluoraaettiyll-lH-pyra2ol-l-yl}aethyl)- (CA INDEX 
NAME) 
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The title coapds. Hi X, Y - N, O; Ri, R2 • H, alKyl. allcoxy. OH, etc.; R3, 
- H, alkyl, alkenyl. alkynyl, alk.oxy, etc.; RS > alkyl, alkenyl, alKynyl, 
etc.; R11-R14 ■ H, alltyl, alkenyl, alkoxy, etc.; J, K, T, u • N, C; p - 0-2) 
are prepared I are uaeful aa eiulothelin antagonists for the treataent of 
endothelin-related diaordera, hypertenaion, iachenia, atheroacleroaia and 
related diaaaaea (no data) . Thua, N- (3,4-dlmethyl-s- iaoxazolyl) -N- ( (2- 
Bethoxyethoxy)Mtbyl) -4'- (2- pyrinidinyl) • (l.i* -biphenyl )-2-sulfonafflide 



IOS27426-hydrocarbon 
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treated with aqueous HCl to provide Bl% the title 



(preparation given) was 
compound (ll) . 
IT 2'J2gfif,-fc3-3s-- 16-aP 

RL: BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified)! SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of substituted biphenyl sulfonamides as endothelin 
antagonises) 

RN 202605-68-3 CAPLUS 

CN (1,1 '-Biphenyl] -2-sulf onamide. N- (4 , 5-dimethyl-3- isoxaaolyl) -4 '- (2- 

pyrimidinyl) -2' - ( O- (trif luoromethyl) -lH-pyrazol-l-yl]methyl] - (CA ikdbx 
NAME) 




2103 S4 -16-8 CAPLUS 

[1,1' -Biphenyll -2- sulfonamide, H- (3.4-dimethyl-5- isoxazolyl) -4 • - (2- 
pyrimidinyl) -2'- I I3- (trifluoromethyl) -IH-pyrazol-l-ylJmethyll - (CA INDEX 
. NAME) 




2C2S05- ss-;p 

RLs RCT (Reactant); 



SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
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{React ant or reagent) 

(preparation of substituted biphenyl sulfonamides as endothelin 
antagonists) 

RN 20280S-85-4 CAPLUS 

CN (1,1' -Biphenyl] -2-sulf onamide, N- (4,S-dimethyl-3-isoxaBOlyl) -N- 1(2- 
(nethoxyethoxy}inethyl) -4 < - (2 -pyrimidinyl) -2' - ( [3- (trifluoromethyl) - IH- 
pyrazol-l-yllmethyll- (CA INDEX NAME) 





o— 1:h2 

MeO— CH2 — (:H2 



THERE ARB 4 9 CITED REFERENCES AVAILABLE FOR THIS RECORD 
ALL CITATIONS AVAILABLE IN THE R£ FORMAT 

ife ANSWER S /OS! 10.: CAPLUS J. COPYRIGHT -2007 ACS oh STN 
1998 i 98322 CAPLUS Full -text 
DN 128:167435 

Tl Preparation of heterocyclyl-subatituted biphenylsulfonamide as endothelin 

antagonists 

IN Murugesan, Natesan; Barriah, Joel C; stein, Philip D. 
PA Bristol-Myers Squibb Company, USA 
SO PCT Int. Appl., 8S pp. 
CODENi PIXXD2 

DT Patent 
LA English 

FAN.CNT 3 

PATENT NO. KIND DATE APPLICATION NO. DATE 



1 0527426-hydrocarbon 

PI HO 9804260 

W: AL, AM, AT, 
ES, FI, GB, 
LT, LU, LV, 
SB, SG, SI, 
RWi GH. KE, LS, 
GB, GR, IB, 
GN, ML, MR. 
US 5780473 
AU 9736613 
PRAI US 1996-692869 
US 1995-384066 
US 1996-587076 
WO 1997-US12180 
OS HARPAT 128:167435 
01 
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19970715 



Al 19980205 WO 1997-US12180 
AU, AZ, BB, BG, BR, BY, CA, CH, CN, CZ, DE, DK, EE, 
GE, HU, IL, IS, JP, KE, KG, KP, KR, KZ, LK, LR, LS, 
MD, »G, MK, MN, MW, MX, NO, NZ. PL, PT, RO, RU, SD, 
SK, TJ, TM, TR, TT, UA, UG, UZ, VN 

MH, SD, SZ, UG, ZW, AT, BE, CH, OB, DK, E5, FI , FR, 
IT, LU, MC, NL, PT, SE, BF, BJ. CF, CG, CI, CM, GA, 
NB. SM, TD, TC 

A 199B0714 US 1996-692869 19960725 

A 19980220 AU 1997-36613 19970715 

A 19960725 

A2 19950206 

B2 19960116 

W 19970715 



Rl T— U 
R2-^/ 




Compds. of formula (I; Rl and R2 are directly bonded to a ring carbon and are 
each independently hydrogen, alkyl or alKoxy, hydroxyl. halo, or amino; one of 
X and Y is N and the other is Ot R3 and R4 are each directly bonded to a ring 
carbon and are each independently hydrogen, alliyl. alkenyl. allcynyl, al)(Oxy, 
cycloalkyl, cycloalkylaDcyl, cycloallcenyl, cycloal)cenylal)tyl, aryl, aryloxy, 
aralkyl or aralkoxy, any of which may be substituted or R3 and R4 together may 
also be allcylene or alkonyleno, either of which may be substituted, completing 
a 4- to e-membered saturated, ungotd. or aromatic ring together with the 
carbon atoms to which they are attached; Rll - R14 are each independently are 
hydrogen alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, cycloalkylalkyl , 
cycloalkonyl, cycloalkonylalkyl , aryl, aryloxy, aralkyl, aralkoxy, or 
heterocyclyl, any of which may be substituted, halo, OH, cyano, N02, CHO, 
C02H, etc.; J, K, L, T, and u are each independently N or C, provided that at 
least one is N, and at most two are H; and when only one of J, K. L, T, and u 
is N, the N may be substituted with O- so that H-oxide is formed), iriiich 
Inhibit the activity of endothelin (no data), are prepared Also claimed is a 
method for treating endothelin- related disorders in a mammal, such as (l) 
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hypertension, (2) pulmonary hypertension, (3) renal, glomerular, or mesangial 
cell disorders, (4) endotoxemia, (5) ischemia, (6) atherosclerosis, (7) 
restenosis, (8) subarachnoid hemorrhage, (9) prostatic hypertrophy, and (10) 
congestive heart failure, and a method for inhibiting cell growth. Said 
compound I is used in combination with at least one angiotensin II receptor 
2Uitagonist, renin inhibitor, angiotensin converting enzyme (ACE) inhibitor, or 
a dual neutral endopept idase - ACS inhibitor for treating the endothelin- related 
disorder. A pharmaceutical composition for the treating the endothelin- 
related disorders comprises said compound optionally in combination with at 
least one angiotensin II receptor antagonist, renin inhibitor, angiotensin 
converting enzyme (ACE) inhibitor, or a dual neutral endopept idase-ACE 
inhibitor. Thus, 2- (4-bromophenyl ) pyrimidine is coupled with 2-borono-N- (3,4- 
dimethyl-S- isoxazolyl) -N- [ (2-methoxyethoxy) methyl) benzenesul fonamide in the 
presence of (Ph3P)4Pd in a mixture of toluene, 2 m aqueous Na2C03, and 95% 
ethanol under reflux for 1.5 h to give the title compound, N- 
isoxBzolylpyrimidinylbiphenyl sulfonamide (il). 

IT S0Z80S-5*-3P 

RLi BAC (Biological activity or effector, except adverse); Bsu (Biological 
study, unclassified); SPN (Synthetic preparation); THu (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of heterocyclyl-substituted biphenylsulfonamide as endothelin 
antagonists for treating endothelin-related disorders) 
RN 202805-68-3 CAPLUS 

CN ll.l' -Biphenyl] - 2 -buI fonamide, N- (4 , S-dimothy I -3- isoxazolyl) -4 ■ - (2- 

pyrimidinyl) -2 ' • { [3- (trifluoromethyl) - IH-pyrazol - 1-yl] methyl) - (CA INDEX 
NAME) 




2'J=eOS-85-4P 

RLi RCT (Reactant); SPH (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of het«rocyclyl-gut>atituted biphenylsulfonamide as endothelin 

antagonists for treating endothelin-related disorders) 

202805-85-4 CAPLUS 

[1,1 • -Biphenyl] -2- sulfonamide, N- (4, 5 -dimethyl -3- isoxazolyl) -N- ((2- 
methoxyothoxy)methylJ-4 '- (3-pyrinidinyl) -2 ■ - 1 13- (trif luoromethyl) -lH- 
pyrazol-1 -yllmethyll - (CA INDEX NAME) 



IOS27426-hvdrocarbon 




10S27426-h>drocar1»n 

HR, HE. SH. 
us 5846990 

TH 5170ST 
ZA 9701423 
AU 972309B 
AU 7204Sa 

EP 92iaoo 

EP 921100 

R: AT, BE. CH, 
IE. FI 
JP 2002S00619 
AT 264324 

PRAI US 1996*603975 
US 199G-7S4715 
US 1997-799616 
US 1995-493331 
HO 1997-US39S6 

OS MARPAT 127:248103 

GI 



19981308 

20030111 
19980819 
19970902 
20000601 
19990616 
20040414 



US 1»»7-79961« 
TH 1*97-86101899 
ZA 1997-1423 
AO 1997-22098 

EP 1997-915055 



19970213 
19970218 
19970219 
19970220 

19970220 



OE, DK. BS. FR, CB, CR. IT, LI. LU, NL. SE. MC, PT. 



20020108 
2004041S 

19960220 
19961121 
19970213 
19950724 
19970220 



JP 1997-529620 
AT 1997-915055 



19970220 
19970220 




MeO— CMj— CHj 



THERE ARE 3 CITED REFERENCES AVAILAB1,B FOR miS RECORD 
ALL CITATIONS AVAILABLE IN THE RE FORMAT 

ANSMER 10 OF 10 ^PLUS__COP.YRIGKT_2007 .ACS^on^ STN_ 
"1997:557640 ' CAPLUS Full- text 
127:248103 

Tl Substituted biphenyl isoxazole suiconamides useful as endothelin 
ancagonista 

IN Hurvgesan, Hatesan; Barrish, Joal C.i Spergel. Steven H. 
PA Bristol -Hyers Squibb Coapany, USA 
SO PCT Int. Appl.. 325 pp. 
CODEH: PIXXD2 

or Patent 
LA English 
FAN.CNT 2 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI MO 9729748 



Al 



19970821 MO 1997-US3956 



19970220 



W: AL, AM. AT, AU, AZ. BB, BG, BR, BY. CA, CH, CN, C2. DB. DK. EE. 

ES. FI, GB, GE, KU, IL, IS, JP, KB, KG, KP. KR, KZ, LK, LR. LS, 

LT. LU, LV. KD. m. KK. HN. MM, MX, NO, NZ. PL, PT. RO, RU, SO, 

SE, SG. SI, SK, TJ. TM. TR, TT. UA, UG. UZ, VN, AM. A2, BY. KG, 

KZ, MD, RU. TJ, TM 

RW; KE, LS, MW, SO. SZ, UG, AT, BE, CH, DE. DK, ES, FI, FR, GB. GR, 

IE, IT. LU. MC. ML. PT, SE, BF. BJ, CF. CG, CI. CM, GA, GM, ML, 



STRUCTURE OtAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLIKE PRINT 



Title conpds. I inhibit the activity of endothelin (no data), and are useful 
as antihypertensives, etc. The synbols in I are defined as follows (one of X 
and Y - H, other . O; J * o. s, N, <un) substituted NH; R, L • N or C, provided 
that at least one Is Ci p • 0-2; R1-S4 <bound to ring c atotna) ■ H, 
(unl substituted alkyl. alkenyl, alkynyl, alkoxy, cycloalkyl. cycloalkylalkyi, 
cycloalkenyl, cycloalkenylalkyl. aryl. aryloxy, aralkyl, aralkoxy, halo. OH, 
cyano, N02. CHO. etc.; or R3R4 • Cun) substituted alkylene or alkenylene; R5-R9 
■ groups similar to R1-R4, plus heterocyclyl, heterocyclyloxy , and othersl . 
Over 280 synthetic exanples are given. For instance, the MEM-protected. 
isoxAzole-concaining brooide II [R > Br) waa lithiated, treated with B(OPr- 
iso)3. and hydrolyzed to give 82* ll (r * B(0H}2) . The latter was coupled 
with 2- (4-bromophenyl)oxazols using Pd{PPh3)4 catalyst <70%), follomd by 
acidic deprotection of the mem group (52%), to give tide compound ill. 

195447-4&-6P 195447-41-7? 145447-5?-!? 
195441-54-2? lSS44^-55-3P 1?5447- 7-'-9F 

RL: RCT (Reactant) I SPN (synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of substituted biphenyl isoxazole sulfonamides 

endothelin antagonists) 
195447-40-6 CAPLUS 

(1 . 1 • -Biphenyl) •2-sulfonanide, N- (3,4-diaethyl-5-isoxa2olyl» -H- ( (2- 
fflethoxyethoxy)mecliyl] -4'- (2-oxazolyl) -2'- ( (3 -phenyl -iH-pyrazol-l - 
yDnethyl]- (CA INDEX NAME) 



l()S2742r.-hvdrocarbon 



MeO- CH2- CHj— O-CH3 



RN 195447-41-7 CAPLUS 

CH (1.1 '-Biphenyl] - 2 -sulfonamide , N- (3.4-diBethyl-5-isoxazolyl} -N- {(2- 

methoxyethoxy) methyl) -4 ■ > (2-oxazolyl) -2'- (iH-pyrazol-l-ylmethyl) - (CA 
INDEX NAME) 



MeO~CH2— CH2 



I0527426-hydroc8rbon 



19S447-53-1 CAPLUS 

(1.1 ■ -Biphenyll -s-sulfonaaide, N- (3,4-dinethyl-S-isoxa20lyl) -N- 1(2- 
methoxyethoxy) methyl) -4 • - (2-oxazolyl) -2'-( I3- (trif luoromethyl) -iH-pyrazol- 
l-yl) methyl] - (CA INDEX NAME) 



2 



Mea-> CH2— 



19544 7-54-2 CAPLUS 

11. 1 ' -Biphenyll -s-sulfonatDide, N- (3 ,4 -dimethyl-S-isaxazolyl) -N- !(2- 
Bethoxyethoxy)taethyll -2 • - ( (3- (3-aethylpyrazinyl) -iH-pyrazol-l-yDmethyl) - 
4'- (2-oxazolyl) - (9CI) (CA INDEX NAME) 
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VhOB 3-A 



RN 19S447-55-3 CAPLUS 

CN 1 1 , 1 ' - Bipheny 1 ) - 2 - sul f onamlde , N • ( 3 . 4 - dime thyl - 5 - i soxazoly 1 ) - N- { ( 2 ■ 
methoxyethoxy) methyl) -2' - I (3- (6-neChyl-3-pyridinyl) -lH-pyrazol-1- 
yl] methyl] -4 ■-(2-oxBZOlyl)- (CA INDEX NAME) 



PAGB I -A 

Me 
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BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of substituted biphenyl isoxazole sulfonamides as endothelin 
antagonists) 
RN 195445-09-1 CAPLUS 

CN [1,1 '-Biphenyl) -2- Sulfonamide. N- (3 , 4-dimethyl- S- iaoxazolyl) -4 ' - {2- 
oxazolyl}-2''|(3-phenyl-lH>pyrazol-l-yl)methyl|- (CA INDEX NAME) 



Ph 




RN 195445-10-4 CAPLUS 

CN tl.i -Biphenyl] -2-8ulfonamlde, N- (3,4-dinechyl-s-ifloxazolyl) -4'- <2 
oxazolyl)-2'-(lH-pyrazol-l-ylfflethyl}- (CA INDEX NAME) 




RN 195445-34*0 CAPLUS 

CN [1.1 '-Biphenyl) -3-sulfonamide, N- (3,4>dinechyl-5-ifloxazolyl) -4 • - (2- 

oxaEolyl)-2'-CI3* (trifluorom8tliyl)>lH-pyrasol-l-yl]nathyl]- (CA index 

NAME) 



PAOE 3-A 

MeO— CH2— CH3 



RN 19544 7- 7T- 9 CAPLUS 

CN 11,1 '-Biphenyl) -z-aulfonaraide, N- (4 , 5-dimethyl -3 - isoxazoly 1 ) -N- [ (2- 

methoxyethoxylmechyl) -4 '- (2-oxazolyl) -2' • J J3- (trif luoromethyl) -IH-pyrazol- 
l-yDnechyl] - , (CA INDEX NAME) 



PAGE 1-A 




PAOE 2- A 



IT l»5445-Oi>-i? l5f..i.»5-iO-'iP i 5 - 24 -0? 
lS544&-25-iP 195^4li--t-2P i954';£-Ef-4r 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
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RN 195445-25-1 CAPLUS 

CN [1,1 ■ -Biphenyl] -2-sulfonainide, N- (3,4-dlmethyl-5-i80xazolyl) -2'- [ [3- (3- 
Inethylpyrazinyl)-lH-pyrBzbl•l-yl]methyl) -4 '-(2-oxazolyl) - (9CI) (CA INDEX 
NAME) 



PAOE 1-A 




PACK 2- A 



RN 195445-26-2 CAPLUS 

CH Cl . 1 * -Biphenyl) -2-8ultonamid«. N- (3 ,4-diaiethyl-5-iaoxazolyl) -2 ■ - 1 (3- (6- 
Rethyl*3-pyridinyl) -iH-pyrazol-^l-yllmethyl) -4 {2-oxazolyl) - (CA index 
NAME) 
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COST IN U.S. DOLLARS 
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PULL ESTIMATED COST 

DISCOUNT AMOUNTS <POR OUALIFYIHO ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE TOTAL 

ENTRY SESSION 

53.17 24X.70 

SINCE FILE TOTAL 

ENTRY SESSION 

-7.80 -i.ao 



SESSION HILL BE HELD FOR 120 MINUTES 
STN INTERNATIONAL SESSION SUSPENDED AT 06:23:33 ON 1» DEC 2007 
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RN l»S44€-59-4 CAPLUS 

CN (1.1 '-Biphenyll -2-sultanaBlde, N- (4, S-dinechyl -3 - isoxazolyl) -4 ' - (2- 

oxasolyl) -2' • i 13- (tiif luoromeLhyl) -lH-pyrszol-l-yl|fflechyli - CCA INDEX 
NAME) 




<■» log hold 



